3000 




— •— lung 
— o~ oral 



t — i — i i — i — i — i — | — i — i — i — i — i — i — > — i — i — | — i — i — i — i — r 



20 30 40 
time (minutes) 

FIG. IA 



50 



60 



2800 



1200 - 



800 - 



400 - 




— • — lung 
— o-- oral 



A A 



r -1- 
o 



T — i — I — I — I — r 



r 
10 



1- r 
20 



t — i — i — r 



6 



<t 



I I I I | I I I I I I l I I | 

30 40 50 60 



time (minutes) 



FIG. IB 



o 
o 



o 
E 



5000- 



4000- 



£ 3000 
o 

CL 

Q 2000 
i 



ct> 1000 



Lung Administration 
-• — Oral Administration 



' i ' i i i i i i l i i i i I i i i i i i i i i i i i i i i i i i i i i i i i 
Baseline 2 min I5min 45 min 



FIG. 2A 



700 



O 

5" 600 H 
o 
en 
E 

£ 500 



o_ 400 

o 

Q 



o 



300- 



— - • — Lung Administration 
— • — Oral Administration 




i > 1 « | i i ii | i i i i | i i i i | i i i i | i i i i | i i i i | i i i — r 

Baseline 2 min 15 min 45 min 



FIG. 2B 



* — blood-lung 



- 




— • — striatum lung 
— ° — Diooa oral 
. — o — striatum oral 




- 

- 


/ \ 


L 






/ / 

/ ' 
i/ 


r 




1 1 i i | ? i r— f— i — r 


1 | 1 1 I | 1 1 ! | 1 1 1 | 1 1 I \ — 1 — \ — 1 — | 



0 min 2 min 5 min 15 



FIG. 3 




FIG. 4 



5 n 



E 4 
o 

cn 



o 3 - 



§2 2 



^ 1 



□ Oral 

S Tracheotomy 
0 Ventilator 




FIG. 5 



100 -i 



£ 
o 

CP 

\ 
b 

CD 
> 
CD 
-I 
t 

o 



80 - 



60 ~ 



40 ~ 



20 



0 



□ IV (n = 6) 
Lung (n = 6) 



A 



la 



2a 



r i i — ~-r ' " i ' ' ' "i 

Olfactory Occipital Striatal 

Frontal HPC Cerebellum 



FIG. 6A 



O 
O 

CD 



CD 

CO 
CD 



cn 



CD 
> 
CD 



o 



4 -3 
3.5 ■= 

3-j 
2.5 ^ 

2 ~ 
1.5 ~ 

1 i 
0.5 ■= 

0 - 



□ IV (n=6) 
Lung ( n = 6) 



w 



V7a 



V7/. 



i r 

Olfactory Occipital Striatal 

Frontal HPC Cerebellum 



FIG. 6B 



6000 n 
5000 -: 
4000 "i 

30oo 

2000 -_ 
1000'- 



□ IV(n = 6) 
Lung (n = 6) 



4- 



i r r r i 

Kidney Spleen Heart Testes Muscle Blood 



FIG. 7A 



O 

o 

CD 

\ 

=3 
</> 

a) 



E 
o 



<D 

-I 
i 

o 



6 - 



5 ~ 



4 - 



- 3- 



1 - 



P 




□ IV (n=6) 
Lung (n = 6) 



w 



Kidney Spleen Heart Testes Muscle 



FIG. 7B 



250001 



^ 20000 

S 

Q E 

-J " 15000 

li 

to 

51 \ 10000 

c c 
o 



5000" 



Pulmonary 




5 10 15 20 

Time Post -Drug Administration (minutes) 



FIG. 8 



C7> 

a. 



CD 

o 

1— 
Cl 
O 



10 IT** 



8 - 



.3 e - 



4 - 



2 - 



(5 



-e — Oral 

-e — Pulmonary 




2 



t — i — r 



4 



1 — i — r 



-r 
6 



i — r 



1 — r 
8 



-1 
10 



Time (h) 



FiG. 9 



3n 



2.5-, 



2- 



1.5 



1-1 



0.5- 



Integrate : 
Area Under Curve = 11. 1423 



-i 1 " r 



"> — r 



~ r— r 



4 6 
Time (hours) 



8 



"> — I 
10 



FIG. 10 



10 -n 



8- 



i 



6- 



E 

CP 

o 

CL 

o 4 



2- 



0 



Integrate 1 
Area Under Curve = 19.9237 



1 



t — i — i — | — r 



i — i — I — i — i — r 



T 



4 6 

Time (hours) 



r 

8 



i — ' — I 
10 



FIG. II 




FIG. 12 




A A 



0.003 
0.002 
0.001 
0.000 











o 






? 


I 


A_J A 



4.00 
Minutes 



6.00 



0.00 



2.00 4.00 



6.00 8.00 
Minutes 



10.00 



12.00 



14.00 



FIG. 13 A 




3 
< 



0.003 
0.002 : 
0.001 
0.000 



4.00 
Minutes 



6.00 



0.00 



2.00 



4.00 



6.00 8.00 
Minutes 



10.00 



12.00 



14.00 



FIG. 13B 



0 



Oral 



-i 1 1 i_ 

50 100 150 200 

Minutes Post Administration 



_i 
250 



FIG. 14A 




FIG. 14B 



10 



{ — f — i 



unaffected limb 

— S 





0 ' 30 ' 60 90 120 

Time (min.) post L-DOPA (Pulmonary) 



FIG. 15B 




FIG. 16A 




FIG. 16B 



25 




FIG. 17B 



□ 30 mg/kg (10 mg total) L-DOPA 
_ 2 mg total L-DOPA (Pulmonary) 



35" 
30" 
25" 




Time (min.) post L-DOPA 



FIG. 18 



3 .2 
N ^ 



2^ 20 



2 

Q 




Blank 0.088 0.175 0.350 0.350 0.70 1.75 3.50 



Pulmonary Oral 

FIG. 19A 



3 



o to 100 

CO -o 

o 8 

c o 

o v> 




Pul Oral 
Alprazolam Dose (mgs) 

FIG. 19B 



</> 

c 
O 

P 



0) 30 



N 

</> - 
o 3 

o 
E 



O Oral 

■ Pulmonary T 






1 


1 



Vehicle 0.088 mgs 0.175 mgs 0.35 mgs 
FIG. 20A 



LI Oral 
■ Pul 




Vehicle 0.088 mgs 0.175 mgs 0.35 mgs 

Dose of Aprazolam 



FIG, 20B 




i I 1 i I i I i 

Blank 0.088 0.175 0.35 

Dose of Aprazolam 



FIG. 21B 



